IN THE CLAIMS: 




and ftfrom the present application without 



Please cancel claims 
disclaimer or prejudice. 
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Claim 1: 



1. 



A compound of the Formula I 



S — R 2 



N 



R 1 




.-Or* 



(R 3 ) c 



Formula I 

wherein: 

R 1 is selected from H; -Ci^alky\-C0-Ci_4alkyl; -CO-O-C^alkyl; 

.45 4 5 

-CO-0-C2-4alkenyl; -Ci_4alkylene-<^0NR R (wherein R and R are independently 

fi R 

selected from H and C^alkyl); -t-i^tt^lene-COOR (wherein R is selected from H 

and C^alkyl); -C^alkylene-Ph anos^b-0(CH 2 ) n Ph wherein the phenyl groups in - 

Ci_ 3 alkylene-Ph and -CO-0(CH 2 ) n Ph are optionally substituted by R a and/or R b and R a 
and R b are independently selected from C^alkyl, halogen, hydroxy, C^alkoxy, 

C^alkanoyl, C^alkanoyloxy, amino, C^alkylamino, di(Ci_4alkyl)amino, 

C^alkanoylamino, nitro, cyano, carboxy, carbamoyl, C-|^alkoxycarbonyl, thiol, 

C<|_4alkylsulfanyl, C^alkylsulfinyl,Ci_4alkylsulfonyf\and sulfonamido; and n=0-4; 

2 V 
R is selected from H; -C^alkyl; -C0C-|_4alkyl; and -QpOCi^alkyi; and 

■Ci_3alkylene-Ph optionally substituted on the phenyl rin^ by R a and/or R b ; 

R 3 is selected from H; OH; CN; CF3; NO2; -Ci-4 alkyl; -C<|^alkylene-R 7 ; 

-C 2 -4alkenylene-R 7 ; -C 2 ^alkynylene-R 7 ; R 7 ; OR 7 (where R 7 is Selected from phenyl, 
naphthyl, a 5-10 membered monocyclic or bicyclic heteroaryl rinb containing upto 5 



-2- 



heteroatoms selected from 0,N and S and any aryl ring in R is optionally substituted 
by R a and/or R D )\C2^alkenyl; halogen; -(CH2) n COOR 8 (where n = 0-3 and R 8 

represents H, Ci^lkyl, or C2^alkenyl); -CONR 9 R 10 (where R 9 and R 10 
independently represent H, C^alkyl, C2-4alkenyl, -O-C^alkyl, -0-C2-4alkenyl or- 
Ci-3alkylenePh (wherefy Ph is optionally substituted by R a and R b as hereinabove 

defined);-CON(R 11 )OR 12 Vhere R 11 and R 12 independently represent H, C^alkyl or 



C2-4alkenyl); 

-CONR 13 -CR 13a R 14 -COOR 17 ,\where R 13 and R 13a are independently H or C^alkyl, 



17 14 
R is H or Ci_6 a 'M. R is selected from the side chain of a lipophilic amino acid, 

carbamoylCi-4alkyl, N-(monoCi-4alRyl)carbamoylCi-4alkyl and N-(diCi- 

4alkyl)carbamoylCi-4alkyl) having L orsD configuration at the chiral alpha carbon in the 

corresponding free amino acid; a lactone\f formula: 



-con- 
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C^alkyl monosubstituted on carbon wtyi =N-OH; 

a group of Formula -X-R 15 (where X is seated from 0, CO, CH2, S, SO, SO2 and R 15 
is selected from C-|_6alkyl, phenyl, naphthyl, a\-10 membered monocyclic or bicyclic 
heteroaryl ring containing upto 5 heteroatoms seleb^ed fro\p 0,N and S and any aryl 

ring in R^ is optionally substituted by R a and/or R b ; 
3 

p is 0-3 in which R values can be the same or different; 

L is a linking moiety selected from the following groups written fi^m left to right in 
Formula I: 



V 

o 

J* 


\-V^N-^° ^N^N^y \-\^y^{ )^N^^N^\ 

(wherein thevpiperazine and perhydro-1 ,4-diazepine rings are optionally substituted); 
-CO-NR 16 -; -CH^NR 16 - ; -CH 2 S-; -CH 2 0-; -CH 2 _CHR 16 ; -CH=CR 16 -; -CH 2 NR 16 -T-; 

-CH 2 NR 16 -S0 2 -; -Ch\r 16 -CO-T 1 -; -CO-NR 16 -T-; -CH 2 S-T-; -CH 2 0-T- (where R 16 is 

selected from H, C^alW C^alkylene-Z, -CO-C^alkylene-Z, -C0-Ci-6alkyl, -COZ, 

Z and Z is selected from -u\C-|^alkyl, phenyl, naphthyl, a 5-10 membered monocyclic 

or bicyclic heteroaryl ring contafrdng upto 5 heteroatoms selected from 0, N and S and 
1 fi \ 

any aryl ring in R is optionally substituted by R a and/or R as hereinabove defined; 

where, T represents -(CH 2 )m- whei^suaj^ and T is optionally monosubstituted with 

1 fi f \ j 
any value of R other than H; and \ ' 

where T 1 represents -(CH 2 )m 1 - wherein m 1 is\0-4 and T is optionally monosubstituted 
with any value of R other than H)\ \ 

A is selected from phenyl; naphthyl; a oKIO membered monocyclic or bicyclic heteroaryl 

ring containing upto 5 heteroatoms where the heteroatoms are independently selected 

from 0, N & S; \ 

2 \ 
or a -S-S- dimer thereof when R =H; or a N-oxide thereof; \ 

or a pharmaceutical^ acceptable salt, prodrug or solvate thereof. 






Claim 3: 






3. A compound accbhiing to claim 1 wherein A is phenyl or naphthyl. 






v — 

Claim 7: 
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7. A compoun^ot^the^^ 

-4- 





3* 





2) 


C3-6cycloalkyl, 




3) 


OR 6 ', 




4) 


SR 6 ', S(0)R 6 ', SO2R 6 ' 




5) 


-nr 6 'r 7 ', 
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6) 
7) 


-NR 6 '-CO-R 7 ', 
-NR 6 '-CO-NR 7, R 8 ', 




wherein: 

X is O or H2; 
n is OoM; 
t is 1 to 4; 

O* O' A* tV 

R ,R ,R , and R are independentl;\selected from: H; Ci-8alkyl, alkenyl, alkynyl, 

R* 7* yV 

aryl, heterocycle, -CO-NR R or -CO-OR\, unsubstituted or substituted with one or 
more of: 

1 ) aryl or heterocycle, unsubstituted or substituted with: 

a. Ci-4alkyl, 

b. (Ch^ftOR 6 ', 

c. (CH2)tNR 6 R 7, ( 

d. halogen, 



QirM~ 
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8)\ 


-O-CO-NR 0 R' 


9) 


^ fi' 
VO-CO-OR 0 , 


10) 


-Q-NR R , 


11) 


-SOsNR R , 


12) 


-NR -S£>2-R' , 


13) 


-CO-R 6 ',\r 


14) 


-CO-OR 6 '; \ 



2' \V 4* 5' 

and any two of R , RX , R , and R are optionally attached to the same carbon atom; 
Y is aryl, heterocycle, unsubstituted or substituted with one or more of: 
1 ) Ci _4alkyl, unsubstrtuted or substituted with: 
a. Ci_4alkoxy, 



NR 6 R 7 '' 



2) 
3) 

4) 

5) 
6) 
7) 
8) 



C3-6cycloalkyl, 
aryl or heterocycle, 
HO, 

aryl or heterocycle, 
halogen, 

OR 6 ', 

NR 6 R 7 ', 
CN 

N02, or 
CF 3 ; 



R , R and R are independently selected from: H; Ci-Xalkyl, C3-6cycloalkyl, 
heterocycle, aryl, aroyl, heteroaroyl, arylsulfonyl, heteroaryls^ilfonyl, unsubstituted or 
substituted with: 
a) Ci-4alkoxy, 
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■a 



CrnX 
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b) 
c) 
d) 

e) 

f) 



aryl or heterocycle, 
halogen, 
H0> 

-CO-R 5 

-SO2R 9 , Wherein 



R and R may be joined in a ring, and 

R and R may be joinedsjn a ring; 
9' 

R is Ci-4alkyl or aralkyl; 
a pharmaceutically acceptable &alt thereof. 



Claim 8: 

8. A compound according to claim fswhich is any one of the following individual 
compounds or a pharmaceutically acceptable salt thereof: 
(2S)-2-{2-benzyl-5-[(cis)-3-sulfanylpy^ 
methylsulfanylbutyric acid methyl ester ; 

(2S)-2-{2-benzyl-5-[(cis)-3-sulfanylpyrrolidin-2-ylnHfthylamino]-benzoylamino}^- 
methylsulfanylbutyric acid ; 
(2S)-2-({2-phenyl-5-[(cis)-3-sulfa^ 
4-methylsulfanylbutyric acid methyl ester; 
(2S)-2-({2-phenyl-5-[(cis)-3-sulfanylpyrro^^ 
4-methylsulfanylbutyric acid; 
(2S)-2-[(cis)-3-sulfanylpyrroli^ 
methylsulfanylbutyric acid methyl ester ; 
(2S)-2-({3-[(cis)-3-sulfanylpyro 
4-methylsulfanylbutyric acid ; 
(2S)-2-({-3-phenyl-5[(cis)-3^ 
4-methylsulfanylbutyric acid methyl ester; 
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(2S)-2-(l^-phenyl-5[(cis)-3-sulfanylpyrrolidin-2-ylm 
4-methylsulfanylbutyric acid; 

(cis)-2-[{N-(4-h^ethoxy benzyl)- N-(naphthalen-1-ylmethylamino}-methyl]-pyrrolidine-3- 
thiol ; 

N-(naphthalen-l-ylfr^thyl)-^^ 

N-(naphthalen-1-ylm^yl)-N-[(cis)-3-sulfanylpyrrolidin-2-ylm 
acetamide ; 

N-[(cis)-3-sulfanyl-pyrrolidi^2-ylmethyl)-3-methyl-N-(2- 
ethyl)butyramide ; 
N-[(cis)-3-sulfanyl-pyrroM 
acetamide ; 

(cis)-2-{[(3-methoxypropylH2-naphthalen-1-ylethyl)amino]meth pyrrolidine-3-thiol; 
N-[(cis)-3-sulfanyl-pyrrolidin-2-^^ 
ethyl )-acetamide; 

(cis)-2-{[(2-(4-methoxyphenyl)e^ methyl}- pyrrolidine- 

3-thiol; 

N-(2,2-diphenyl-ethyl)-N-[(cis)-3^ ; 
N-[(cis)-3-sulfanyl-pyrrolidin^ 
butyramide; 
N-(2,2-diphenyl-ethyl)-N^ 

(2S)-2-{3-[(cis)-3-sulfanyl-pyrrolidin-2-ylmethyl)-(3-me^oxy-propyl)-am 
benzoylamino}-4-methylsulfanyl-butyric acid ; 
N-[(cis)-3-sulfanyl-pyrrolidin-2-ylmethyl)-3,3-dimethyl-N-(2\(iaphthalen 
butyramide; 

(2S)-4-carbamoyl-2-({2-phenyl-5-[(c^ 
phenylcarbonyl}-amino)-butyric acid; 
(2S)-4-carbamoyl-2-({2-phenyl-5-^ 
phenylcarbonyl}-amino)-butyric acid methyl ester; 
2-(3-pyridyl)-N-(2,2-diphenyl-e^ acetamide; 
6-methoxy-1-oxido-N-(2,2-diphenyl-ethyl)-N-[(cis)-3-sulfanylpyrrolidin«^ 
pyridine-3-carboxamide; 
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6m 
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N-(n^hthyl-1-yl-ethyl)-N-[(cis)-3-sulfanylpyrrolidin-2yl-m 
6-meth^y-1-oxido-N-(naphthyl-1-yl-ethyl)-N-[cis)-3-sul^^ 
pyridine-3\arboxamide; 

(2S)-2-{2-be^M-[(cis)-3-sulfanyl-pyrrolidin-2-ylmethylam 
methylsulfanyl-D^yric acid; 

(2S)-2-{2-benzyl-^cis)-3-sulfanylpyrrolidin-2-ylmethyl)amin 
methylsulfanylbutyric acid; 

(2S)-2-{2-benzyl-4-[(cis)^sulfanylpyrrolidin-2-ylmethyl)am 
methylsulfanylbutyric acid; 
(2S)-242-phenethyl-5-[(trans)-\sulfa^ 
methylsulfanylbutyric acid; 
(2S)-2-{phenethyl-5-[(cis)-3-sulfany^ 
methylsulfanylbutyric acid; 

(2S)-2-{2-benzyl-54(trans)-3-sulfanylpyrrb|idin-2-ylmethylamino]-benzoylamino 
methylsulfanylbutyric acid; 

(2S)-2-{2-(phenethyl-5-[(cis)-3-sulfanylpyrroli^-2-ylmethylamino]-benzoylami 
methylsulfanylbutyric acid; 

(2S)-2-{2-(4-methylphenylethynylH-[(cis)-3-sulfan\lpyrrolidin-2-ylmethylami 
benzoylamino}-4-methylsulfanylbutyric acid; 
(2S)-2-{2-benzyl-5-[(cis)-3-sufo 
methylsulfanylbutyric acid isopropyl ester; 
(2S)-242-benzyM-[(cis)-3-sulfany^ 
methylsulfanylbutyric acid methyl ester; 
(2S)-2-{2-benzyM-[(trans)-3-sulfa^ 
methylsulfanylbutyric acid methyl ester; 
(2S)-2-{2-benzyl-5-[(trans)-3-sute 
methylsulfanylbutyric acid methyl ester; 
(2S)-2-{2-phenyl-5-[(trans)-3-sufo 
methylsulfanylbutyric acid methyl ester; 

(2S)-2-{2-phenyl-5-[(cis)-3-sulfanylpyrrolidin-2-ylmethylamino]-benzoylamino}\ 
methylsulfanylbutyric acid methyl ester; 
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(2S)-2\2-benzyl-5-[(cis)-3-sulfa^ 
methylsuHanylbutyric acid methyl ester; 
(2S)-2-{2-(^ethylphenethylH-[(cis)-3-sulfanylpyrrolidin 
benzoylaminoM-methylsulfanylbutyric acid methyl ester; 
(2S)-2«{2-(4-metnvlphenylethynylH-[(cis)-3-sulfanylpyrrolidin 
benzoylaminoJ-4-mothylsulfanylbutyric acid methyl ester; 
(2S)-2-(2-methoxyeth^-1 -[(^ 
oyl)piperazine; 

(cis)-2-[N-isovaleryl-N-(2-(n^pth-1-yl)ethyl)aminiomethyl]-3-sulfany^ 
(cis)-2-[N-(3-pyridylacetyl)-N-(in^^ 

(cis)-2-[N-1 -oxido-6-methoxypyrkJin-3-ylcarbonyl) -N-(naphth-1 -yl)ethyl)aminomethyl]-3- 
sulfanylpyrrolidine; 

(cis)-2-[N-thiazol-5-ylcarbonyl) -N-(n^phth-1-yl)ethyl)aminomethyl]-3-sulfanylpyrrolidine; 
(2S)-2-[2-(4-fluorophenethylH-[(cis)-3^lfanyl)-pyrrolidin-2- 
ylmethylamino)benzoylamino]^-methylsu1fanylbutyric acid; 
methyl (2S)-2-[2-(4-fluorophenethylH-[(cis)^-sulfanylpyrrolidin-2- 
ylmethylamino)benzoylamino]-4-methylsulfanylbutyrate; 
(2S)-2-[2-(4-fluorophenethyl)^ 

ylmethylamino)benzoylamino]-5-methylsulfanylbutync acid; 
(2S)-2-{2-Benzyl-5-[([2R,3R]-3-^ 
methylsulfanyl butyric acid methyl ester ; 

(2S)-2-{2-Benzyl-5-[([2R,3R]-3-sulfanylpyrrolidin-2-ylmeth\l)-amino]-^ 
methylsulfanylbutyric acid ; 
(2S)-2-({2-phenyl-5-[([2R,3R]^ 
amino)-4-methylsulfanylbutyric acid methyl ester; 
(2S)-2-({2-phenyl-5-[([2R,3R]^ 
amino)-4-methylsulfanylbutyric acid; 

(2S)-2-({3-[([2R,3R]-3-sulfanylpyrrolidin-2-ylmethyl)-amino]-naphthalen^ 
amino)-4-methylsulfanylbutyric acid methyl ester ; 

(2S)-2-({3-[([2R,3R]-3-sulfanylpyrrolidin-2-ylmethyl)-amino]-naphthalene-1^ 
amino)-4-methylsulfanylbutyric acid ; 
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(2S)-^{-3-phenyl-5[([2R,3R]-3-sulfanylpyrrolidin-2-ylmethyl)-amino]-phenylcarbonyl}- 
amino)-4\methylsulfanylbutyric acid methyl ester; 

(2S)-2-({-3^enyl-5[([2R^R]-3-sulfanylpyrrolidin-2-ylmethyl)-amino]-phenylcarbonyl}- 
amino)-4-metnylsulfanylbutyric acid; 

(2R,3R)-2-[{N-(4-h)ethoxybenzyl)- N-(naphthalen-1-ylmethyl)-amino}-methyl]- 
pyrrolidine-3-thiol ; 

N-(naphthalen-1-ylmetrwl)-N-([2R3R]-3-sulfanylpyrrolidin-2-ylmethyl)-pentan 
N-(naphthalen-1-ylmethy\N-([2R3R]-3-sulfanylpyrrolidin-2-ylmethyl)-2-(pyridin-3-^ 
acetamide ; 

N-((2R,3R)-3-sulfanyl-pyrrolidir\2-ylmethyl)-3-methyl-N-(2-naphthalen-1-yl- 
ethyl)butyramide ; 

N-([2R,3R]-3-sulfanyl-pyrrolidin-2-ylrqethyl)-N-(2-naphthalen-1-yl-ethyl)-2-pyridin-3-yl- 
acetamide ; 

(2R,3R)-2-{[(3-Methoxypropyl)-(2-naphtha(en-1-ylethyl)amino]methyl}- pyrrolidine-3- 
thiol; 

N-([2R,3R]-3-sulfanyl-pyrrolidin-2-ylmethyl)-2-(^-methoxy-phenyl)-N-(2-naphthalen-2 
ethyl)-acetamide ; 

(2R,3R)-2-{[(2-(4-Methoxyphenyl)ethyl)-(2-naphtha(^n-1-ylethyl)amino] methyl}- 
pyrrolidine-3-thiol ; 

N-(2 f 2-Diphenyl-ethyl)-N-([2R,3R]-3-sulfanyl-pyrrolidin-2\lmethyl)-3-methyl-butyramide 

; P 

N-([2R,3R]-3-sulfanyl-pyrrolidin-2-ylmethyl)-3,3-dimethyl-N-(2\naphthalen-2-yl-ethyl)^ 
butyramide ; 

N-(2,2-Diphenyl-ethyl)-N-([2R3R]-3-sulfanyl-pyrrolidin-2-ylmethyl\3,3-dimethyl- 
butyramide ; 

(2S)-2-{3-[([2R,3R]-3-sulfanyl-pyrrolidin-2-ylmethyl)-(3-methoxy-propyl^-amino]- 
benzoylamino}-4-methylsulfanyl-butyric acid ; 

N-([2R,3R]-3-sulfanyl-pyrrolidin-2-ylmethyl)-3 I 3-dimethyl-N-(2-naphthalen^l-yl-ethyl)- 
butyramide ; 

(2S)-4-carbamoyl-2-({2-phenyl-5-[([2R3R]-3-sulfanyl-pyrrolidin-2-ylmethyl)-am(no]- 
phenylcarbonyl}-amino)-butyric acid; 
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Mr** 


(2S)Vcarbamoyl-2-({2-phenyl-5-[([2R,3R]-3-sulfany^ 
phenylc^rbonyl}-amino)-butyric acid methyl ester; 
2-(3-pyrid^N-(2,2-diphen 
acetamide; \ 

6-methoxy-1-oxi^-N-(2 ( 2-diphenyl-ethyl)-N-((2R ) 3R)-3-su 

pyridine-3-carboxamide; 

N-(naphthyl-1-yl-ethyl)\^ 

carboxamide; \ 

6-methoxy-1 -oxido-N-(naphthyl-1 -yl-ethyl)-N-((2R,3R)-3-sulfanylpyrrolidin-2-ylmethyl)- 

pyridine-3-carboxamide; \ 

(2S)-2-{2-benzyl-4-[([2R,3R]3-sulfs^ 

methylsulfanyl-butyric acid; and \ 

(2S)-2-(2-methoxy-ethyl)-1-([2R,3R]-3-sulfen^ 
piperazine. \ 

Claim 9: \ 

9. A pharmaceutical composition which comprises a \ompound according to any 
one of claims 1 , 3, 7, or 8 and a pharmaceutically-acb^ptable carrier. 






Claim 11: 






11. A compound according to any one of claims 1 , 3, 7 or 8 for use as a medicament. 
Claim 12: >v 

1 2. A compound according to&qy one of claims 1 , 3, 7 or 8 for use in the preparation 
of a medicament for treatment of a arsease mediated through farnesylation of mutant 
ras. 
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Please add claims 14-17 as follows: 
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